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This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Claims 1, 3-4 and 7 are currently amended. 
Listing of C laims: 

1 . (Currently Amended) A compound of formula I 




or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
n = l-3; 

Ri is selected from the group consisting of -CR3, -COOR 3 , -COR 3 , -COOH, -SO3H, - 
S0 2 HNR 3) -P02(R3)2, -CN, -P0 3 (R 3 )2, -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 3j - 
CONH(0)R 3 , -CONHNHSOaRj, -COHNSO2R3, and -CONR 3 CN, 
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R2 is selected from the group consisting of hydroeen r r ■ u 
^-C^ghto^^^ 

substituents selected from ^ ™****ad or sub^tuted w lth one or more 

R3 i S selected from the group consisting of hydrogen C-C, alWl r r ^ . 

carbocyle, or heterocycle group; and Memory], 
X is O or S. 

2- , (Original) The compound of claim l, wherein the compound is non- 
immunosuppressive. 

from the group consisting of; "^^ciecTea 
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3, S-dim^yKl.^-pnenylbutenoyl) pyrazolidiny^pentane-1 a^odc- 

dioae; ^^P^pyridyl) pentaooyD-py^iidi^ pentane . 1? 2 / 

3- (3-pyndyl) propyl 2-(3, 3-dimethyl^-oxopentanoyl) 
pyrazolidinecarboxylate; 

4- phanyIbu.y, 2-(3, ^^l-l^o^y^^,,,,^^, 

2- phe„ y ,e* yI 2-(3, 3K limet h y l-2-„xcpc ntI1 n„ yl>pJTaiolidinecalboxylate . 
dione- ^"^'-'-P-W-Phenylhexanoyl) peAydro-pyridaztaj-lJpentana-1, 2- 

2-dione; 3 "* m ^ yM - [2 ^ 3 -^>) ^yD-perhydrop^dazinyq 

3- phenylpropyl 2-(3 5 3-dimethyI-2~ 
oxopentanoyl)perhydropyridaziiiecaTboxylate; 

4- phenylbulyl 2-(3 5 3-di m ethyl-2-oxopentai 1 oyl)- 
perhydropyridazinecarboxylate; 

5- phenylpentyn-CS^-dinaethyl^-oxopentanoyl)- 
perhydropyridazinecarboxylate; 

4-(3-pyridyl) butyl 2<3>dimethyl-2-oxop e ntanoyI)- 
perhydropyrida2dnecarboxylate; 

^dimefe l-I-p-ffS-p h^n yl) pentanoyl) r ^rhydrop yrj djgdnyj^^ 
dione: and ' — 

pharmaceutical^ acceptable salts, esters and solvates thereof. 
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4- (Currently Amended) A pharmaceutical 



0) a therapeutically effective 



composition compitsing: 



amount of a compound of formula I: 



1 >k 



N 




or . ph^cetticallj, accep.aWe Salt , ester or solvate thereof wherein- 

Q = 1-3; 

W bJ!" iS J e,W,ed * 0m,hc ^ -CR,, -COOR 3 ,. COR , -COOH -S0 3 H 

CONHfO^, -CONHNHSO^.-COHNSO^^.co^™ 




PAGE 7f38 * RCVD AT 8(1 1/2004 6:19:51 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/1 * DNIS:8729306 ' CSID: ' DURATION (mm-ss):09-10 



©008 

08/11/2004 Id: 23 FAX 

Appln. No. 09/835,523 
Atty. Dkt. No, 054707-0661 
Response To Office Action Of May 1 1 , 2004 




o 



wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, d-C 9 straight or branched chain alkenyl., C 2 -C<> straight or branched chain alkynyl, 
aryl, heteroaryl, carbocycle, ef and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, carbocycle, e? and heterocycle is unsubstituted or substituted with one or more 
substituents selected from Ry, 

Ri is selected from the group consisting of hydrogen, Ci-Q> alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C0 alkoxy, Ci-C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C\-C 9 thioalkyl, C2-C9 
thioalkenyl, C1-C9 alkylamino, C2-C9 alkenylamino., cyano, iurro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromefhyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 
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wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxyj aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, earboxy, carbonyl, cyaao, nitro, imino, 
sulfonyl, thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, ary], heteroaryl, 
cafbocyle, or heterocycle group; and 
XisOorS;and 

(ii) a pharmaceutically acceptable carrier. 

5. (Withdrawn) The pharmaceutical composition of claim 4, further comprising an 
additional neurotrophic factor. 

6. (Withdrawn) The pharmaceutical composition of claim 5, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neutrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropm-3, neurotropin-4 andneurotropin-5. 

7. (Currently Amended) A method for affecting a neuronal activity in a mammal, 
comprising administering to the mammal an effective amount of a compound of formula I: 




I 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
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C0 N H(O)R 3 ,.CONHNHS0 3 R 3 .-COHNSO ! R s , Md ^ 0NRjCN ^' 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, Ci-C P straight or branched chain 
alkyl, Cz-Cq straight or branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, 
aryl, heteroaryl, carbocycle, of and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl., 
heteroaryl, carbocycle, or heterocycle is unsubstituted or substituted with one or more 
substituents selected from Rj; 

R 3 is selected from the group consisting of hydrogen, C\-C 9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 tbioalkyl, C 2 -C 9 
thioalkenyl, Cy-C? alkylamino, C2-C5 alkenylaraino, cyano, nitro, imino, sulfonyl, 
tbiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thio alkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, 
sulfonyl, tbiocarbonyl, sulfhydryL halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, 
carbocyle, or heterocycle group; and 
X is O or S. 

S. (Original) The method of claim 7, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

9. (Original) The method of claim 8, wherein the neurological disorder is 
33 2 selected from the group consisting of peripheral neuropathy caused by physical 
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injury or disease state, traumatic injury to the brain, physical damage to the spinal cord, 
stroke associated with brain damage, and a neurological disorder relating to 
neurodegeneration. 

10. (Previously Presented) The method of claim 9, wherein the neurological disorder 
relating to neurodegeneration is selected from the group consisting of Alzheimer's disease, 
Parkinson's disease, Huntington's disease, and amyotrophic lateral sclerosis. 

11. (Withdrawn) A compound of formula II: 



Rj is selected from the group consisting of -CR 3 , -COQR 3) -COR 3 , -COOH, -S0 3 H, - 
SO2HNR3, -PQ2(R3)2, -CN, -P0 3 (R 3 ) z , -OR 3 , -SR3, -NHCOR3, -N(R 3 )2, -CON(R 3 ) 2 , - 
CONH(0)R 3> -CONHNHS0 2 R 3) -COHNS0 2 R 3j -CONR 3 CN, 




o=s=o 



n 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n = 1-3; 
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Rj is selected from the group consisting of hydrogen, C r C 9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, 
aryl, heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, carbocycle, or heterocycle is unsubstituted or substituted with one or more 
substihients selected from R 3 ; 

R 3 is selected from the group consisting of hydrogen, C r C 9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, Cj-Cg thioalkyl, C2-C9 
thioalkenyl, C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, hnino, sulfouyL 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyL 
thioalkenyl, alkylamino, alkenyl amino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, 
or heterocycle group. 

12. (Withdrawn) The compound of claim 11, wherein the compound is non- 
immunosuppressi ve . 

13. (Withdrawn) The compound of claim 11, which is selected from the group consisting 
of: 

3-phenylpropyl 2-[benzylsulfonyl] pyrazolidine-carboxylate; 
4 phenylbutyl 2-[benzylsulfonyl] perhydropyridazine-carboxylate; 
l-(5-phenylpentanoyl)-2-(benzylsulfonyl) tetrahydro-lH-l-pyrazole; and 
pharmaceutically acceptable salts, esters and solvates thereof. 

14. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula II: 
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or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n= 1-3, 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3j -P0 2 (R 3 ) 2j -CN, -J>(h(R 3 ) 2 , -OR}, -SR 3 , -NHCOR 3 , -N(Rs) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3j -COHNS0 2 R 3 , -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R3; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, 
aryl, heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyL alkynyl, aryL 
heteroaryl, carbocycle, or heterocycle is unsubstituted or substituted with one or more 
substituents selected from R3; 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyL C2-C9 straight or branched chain alkynyl, Cj-Cg alkoxy, C2-C9 

alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 tbioalkyl, C 2 - 

002.1244503-2 
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Cg thioalkenyl, C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyL alkenyl, alkynyl, alkoxy, alltenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, 
or heterocycle group; and 
(ii) a pharmaceutically acceptable carrier. 

15. (Withdrawn) The pharmaceutical composition of claim 14, further comprising an 
additional neurotrophic factor. 

16. (Withdrawn) The pharmaceutical composition of claim 15, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neurotrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropin-3, neurotropin-4 and neurotropin-5. 

17. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula II: 

) 

o=s=o 
I 

R2 

or a pharmaceutically acceptable salt, ester or solvate thereof, wherein; 
n is 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR3, -COR3, -COOH, - 
SO3H, -SO2HNR3, -POi (R 3 ) 2 , -CN, -PO3 (R 3 ) 2 , -OR3, -SR 3 , -NHCOR 3 , -N(R 3 )j, -CON(R 3 )i, 
-CONH(0)R 3 , -CONHNHS0 2 R3, ~COHNS0 2 R 3 , -CONR 3 CN, 
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wherein said Rj group is either unsubstiruted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or 
branched chain alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched 
chain alkynyl, aryl, heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, 
alkynyl, aryl, heteroaryl, carbocycle, or heterocycle is unsubstituted or substituted with one or 
more substituents selected from R 3 ; and 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C 2 -C 9 
straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, 
C2-C9 alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 
thioalkenyl, C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl.. heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or 
heterocycle group is optionally substituted with a hydroxy, carboxy, carbonyl, 
cyano, nitro, imino, sulfonyl, thiocafbonyl, sulfhydryl, halo, haloalkyl, 
trifluoromethyl, aryl, heteroaryl, carbocycle, or heterocycle group. 

18. (Withdrawn) The method of claim 17, wherein the neuronal activity is selected from 
the group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

19. (Withdrawn) The method of claim 1 8, wherein the neurological disorder is selected 
from the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 



20. (Withdrawn) The method of claim 19, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis. 
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21. (Withdrawn) A compound of formula III: 



or a pIuKxnaceutically acceptable salt, ester or solvate thereof, wh erein: 
n is 1-3; 

R, is selected from the group consistilI of 
SCW. -SaHNK,, -PO, (R, ); , -CN, . POs (R 3 >2 5 -OR,, -SR 3 ^ ^CoZi _ 
•CO> W( 0)R i ,-CO>r trN HS0 3R3 ,.COHN S aR ! ,-CONR3CN, 



HN^ // 



' > 
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wherein said Ri group is either unsubstituted or additionally substituted with R3; 

R and R 2 are independently C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, 
carbocycle, or heterocycle., wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle is unsubstituted or substituted with one or more :substitueiit(s) selected from R3; 
and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, Ci-C P thioalkyl, C2-C9 
thioalkeuyl, C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluorornethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, 
sulfonyl, thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluorornethyl, aryl, heteroaryl, 
carbocycle, or heterocycle group. 
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22. (Withdrawn) The compound of claim 2 1 , -wherein the compound is non- 
immunosuppressive. 

23. (Withdrawn) The compound of claim 21, wherein said compound is l-(5- 
pheny!pentanoyI)-2-(N,N-dicyclohexylcarbaraoyl)-tetrahydro-lH-l-pyrazole or a 
pharmaceutically acceptable salt, ester or solvate thereof. 

24. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula III: 




ill 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 

Ri is selected from the group consisting of -CR 3 , COOR 3 , -COR 3) COOH, - 
S0 3 H, -S0 2 HNR 3) -P0 2 (R 3 ) 2 , -CN, -P0 3 (R 3 ) 2> -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNSO2R3, -CONR3CN, 
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wherein said Rj group is either unsubstituted or additionally substituted with R3; 

R and R2 are independently C1-C9 alkyl, C2-C9 alkenyl, aryL, heteroaryl, 
carbocycle, or heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle is unsubstituted or substituted with one or more substiruent(s) selected from R3; 
and 

R 3 is selected from the group consisting of hydrogen, C4-C9 alkyl, C 2 -C P 
straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, 
C2-C9 alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C 2 -C 9 
thioalkenyl, C]-Cp alkylamino, C2-C9 alkenylamino, cyano, nitre, irnino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

002.1244503.2 
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wherein said alkyl, alkenyl, alkynyl, alkoxy, aUcenyloxy, aryloxy, thioalkyl, 
thioaJkenyl, aJkylamino, alkenylarnrao, aryl, heteroaryl, earbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboxy, carbouyl, cyauo» nitro, imino, 
sulfonyl, thiocarbonyl, sulfhydryl, halo, haloalkyl, tri fiuoromethyl, aryl, heteroaryl, 
earbocycle, or heterocycle group; and 
(ii) a pharmaceutically acceptable carrier. 

25. (Withdrawn) The pharmaceutical composition of claim 24, further comprising an 
additional neurotrophic factor. 

26. (Withdrawn) The pharmaceutical composition of claim 25, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, ciliai neurotrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropin-3, neurotropin-4 and neuxotropin-5. 

27. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula HI: 




ill 



or a pharmaceutically acceptable salt, ester or solvate thereof; wherein: 
n is 1-3; 

R, is selected from the group consisting of -CR 3 , -COOR 3 , -COR3, -COOH, - 
S0 3 H, -SO2HNR3, -P0 2 (R 3 ) 2 , -CN, -P03(R3)2, -OR3, -SR 3 , -NHCOR 3) -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R3, -CONHNHS0 2 R 3 , ~COHNSQ 2 R3, -CONR 3 CN, 
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wherein said Rj group is either unsuhstituted or substituted with one or more substituent(s); 

R and R 2 are independently C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, 
carbocycle, or heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle is unsubstituted or substituted with one or more substituent(s); and 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 
straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, CI-C9 alkoxy, 
C 2 -C 9 alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, Q-Q, tbioalkyl, C2-C9 
thioalkenyl, alkylamino, C2-C9 alkenylamino, cyano, nitro, irnino, sulfonyl, 

thiocarbonyl, sulfliydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl^ 
thio alkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboxy, carbonyl, cyano, , nitro, 
imino, sulfonyl, thiocaibonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, 
heteroaryl, carbocycle, or heterocycle group. 

28. (Withdrawn) The method of claim 27, wherein the neuronal activity is selected from 
the group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

29. (Withdrawn) The method of claim 28, wherein the neurological disorder is selected 
from the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 

30. (Withdrawn) The method of claim 29, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis. 



31. (Withdrawn) A compound of formula IV: 
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or a phamiaceuticaiiy acceptable saltj ester Qr SoIyate 
n is 1-3; 

R, is selected from the group consisting of - C R 3 , -COOR 3 , -COR 3 -COOH. SO H 
CONHCO)R 3; -CONHNHS0 2 R 3 , -COHNS0 2 R 3 , CONR 3 CN, 
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wherein said R x group is either unsubstituted or additionally substituted with R 3 ; and 

R2 is C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, carbocycle, or heterocycle, wherein 
said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with one or more 
substituent(s) selected from R 3 ; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyj, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 
thioalkenyl, C1-C9 alkylarniflo, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, 

002.1244503.2 



®029 

08/11/2004 18:28 FAS 

Appln. No. 09/835,523 
Atty. Dkt. No. 054707-066 1 
Response To Office Action Of May 1 1, 2004 



thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenyl amino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboivyl, cyano, nitro, knino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, 
or heterocycle group. 



32. (Withdrawn) The compound of claim 31 , wherein the compound is non- 
iramunosuppressive. 



33. (Withdrawn) The compound of claim 31, wherein said compound is selected from the 
group consisting of: 

3- phenylpropyl 2-(N-cyclohexylcarbanioyl) pyrazoKdine-carboxylate; 

4- phenylbutyl 2-(N-cyclohexylcarbainoyl) perhydro-pyridazinecarboxylate; 

1 -(5-phenylpentanoyl)-2-(N-cyclohexylcarbamoyl)-tetrahydro- 1 H- 1 -pyrazole; and 
pharmaceutically acceptable salts, esters and solvates thereof. 

34. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula IV: 




or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
ni$ 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, - 
SO3H, -SOzHNRa, -P0 2 (R 3 K -CN, -P0 3 (R3)2, -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNSO2R3, -CONR3CN, 
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wherein said Ri group is either unsubstituted or additionaHy substituted with Ry, and 

R 2 is C1-C9 alkyl, C2-Q1 alkenyl, aryl, heteroaryl, carbocycle, or heterocycle, 
wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with . 
one or more substituent(s) selected from R3; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 
straight or branched chain alkenyL. C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, 
C2-C9 aUcenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 
thioalkenyl, C\-Cg alkylamino, C2-C9 alkenylarnino, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aiyl, hetergaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkerayl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamirio, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, 
sulfonyl, thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, 
carbocycle, or heterocycle group; and 
(ii) a pharmaceutical^ acceptable carrier. 

35. (Withdrawn) The pharmaceutical composition of claim 34, further comprising an 
additional neurotrophic factor. 

36. (Withdrawn) The pharmaceutical composition of claim 35, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neutrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropiri-3, neurotropin-4 and neurotropin-5. 



OO2.1244S03.2 



30 



08/11/2004 18:28 FAS 



@]032 



Appln. No. 09/835,523 
Atty. Dkt. No. 054707-0661 
Response To Office Action Of May II, 2004 

37. (Wifcdrawn) A method for effecting a. neuronal activity in a mammal, comprising 
g to the mammal an effective amount of a compound of formula IV: 



1 N 
N R 2 



or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 

R, is selected from the g^p co^is,^ of . CR3j ^ OORji _ CQRj COOH 
SO.H, ^ 0! HNR S , -P0 2 (R 3)5 , CN, -PO j( R 3 , 2 , -OR 3 , -SR 3 , -NHCOR, -NOW,, -CON(R 3 ) 2 ' - 
CONH(0)R 3 , ^ONHNHSCR,, -COHNSCR,, -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R3; and 

R 2 is C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, carbocycle, or heterocycle, 
wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with 
One or more substituent(s) selected from Rjj.and 

Rj is selected from the group consisting of hydrogen, C1-C9 alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C 2 -C$ straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C P 
alkenyloxy, aryloxy, phenoxy, beozyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C 2 -C 9 
thioalkenyl, C1-C9 alkylamino, Cz Cs> alkenylainino, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfliydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and 
heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle 
group is optionally substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, irnino, 
sulfonyl, thiocarbonyl, sulfliydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, 
carbocycle, or heterocycle group. 

38. (Withdrawn) The method of claim 37, wherein the neuronal activity is selected from 
the group consisting of stimulation of damaged neurons, promotion of neuronal 
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regeneration, prevention of neurodegeneration and treatment of a neurological disorder. 

39. (Withdrawn) The method of claim 38, wherein the neurological disorder is selected 
from the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 

40. (Withdrawn) The method of claim 39, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease and amyotrophic lateral sclerosis. 

41-47. (canceled) 

48. (Previously Presented) A method of making a pharmaceutical composition, 
comprising adding together a pharmaceutically acceptable carrier and a compound of claim 1. 

49. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 1 1 , 

50. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 21. 

51. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 31. 
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